. Susan B. S h u r i n . Case Western Reserve Univ., Rainbow 918 Babies & m i l d r e n s Hosp., Dept. P e d i a t r i c s , Cleve., O H P e r i p h e r a l b l o o d n e u t r o p h i l s ( n e u t r o s ) and e o s i n o p h i l s ( e o s ) were i s o l a t e d from p a t i e n t s w i t h v i s c e r a l l a r v a l migrans and hyp e r s e n s i t i v i t y r e a c t i o n s d u r i n g t h e a c u t e phase of i l l n e s s , a f t e r f u l l r e c o v e r y , and from normal donors. R e a c t i v e e o s were found a t a wide r a n g e o f d e n s i t i e s (1.080-1.011) on metrizamide gradi e n t s . Normal e o s were more homogeneous and d e n s e r (1.010-1.011) t h a n n e u t r o s (1.080-1.090).
l o 6 c e l l s ) of 02-p r o d u c t i o n b y normal eos and n e u t r o s were e q u iv a l e n t t o each o t h e r and t o r e a c t i v e HD and LD e o s . 2 . The d u r a t i o n o f 02-p r o d u c t i o n by LD e o s was 120-180 min, compared t o 16-20 min by HD e o s and by n e u t r o s .
. T o t a l 02-p r o d u c t i o n b y LD e o s was 2-times t h a t by HD e o s . 4 . LD eos c o n t a i n e d 42 t o 68% of t h e p e r o x i d a s e o f HD e o s .
5 . R e s o l u t i o n o f e o s i n o p h i l i a i n p a t i e n t s was accompanied by d i s a p p e a r a n c e o f LD e o s and r e t u r n o f h i g h t o t a l 02-p r o d u c t i o n and low p e r o x i d a s e l e v e l s t o normal. R e a c t i v e LD e o s have lower g r a n u l e enzyme c o n t e n t t h a n HD e o s , and have p r o l o n g a t i o n o f t h e r e s p i r a t o r y b u r s t .
These m e t a b o l i c changes may r e f l e c t p a r t i a l d e g r a n u l a t i o n o c c u r r i n g w i t h a c t i v at i o n i n v i v o . The prolonged r e s p i r a t o r y b u r s t may c o n t r i b u t e t o t h e g r e a t e r c y t o t o x i c i t y o f r e a c t i v e eos i n h e l m i n t h i c i n f e c t i o n s 
The c l i n i c a l and p a t h o l o g i c a l f i n d i n g s i n 2 8 r ; h i l d r e n with a c u t e leukemia who had a u t o p s i e s o v e r a 22-year p e r i o d were examined t o d e t e r m i n e t h e i n c i d e n c e of pulmonary leukemic i n f i lt r a t e s a t t h e t i m e of death.
Six c h i l d r e n (2.1%) had a c u t e monocytic leukemia (AMoL), 33 (11.6%) had a c u t e myelogenous o r a c u t e monmyelogenous leukemia (AMML) and 245 (86.3%) had a c u t e lymphoid leukemia (ALL). Forty-one of 284 c h i l d r e n (14.4%) were found t o have 3 d i s t i n c t i v e p a t t e r n s of pulmonary i n f i l t r a t e .
Eleven c h i l d r e n ( 6 ALL, 4 AMML, 1 AMoL) had i n t e r s t i t i a l i n f i lt r a t e s with o r without p l e u r a l i n f i l t r a t e s . Seven c h i l d r e n ( 4 ALL, 3 AMML) had parenchymal nodules. Twenty-three c h i l d r e n ( 2 0 ALL, 2 AMoL, 1 AMML) had p e r i v a s c u l a r i n f i l t r a t e s with o r w i t h o u t p e r i b r o n c h i a l i n f i l t r a t e s . The presence o r absence of i n f i l t r a t e s c o u l d not be c o r r e l a t e d with leukemic c e l l t y p e , immunologic phenotype, s e x , o r w h i t e blood c e l l count a t t h e t i m e of death.
Ten of 41 c h i l d r e n had r e s p i r a t o r y d i s t r e s s ( R D )
p r i o r t o d e a t h ; however, only 2 of 41 (4.9%) o r 2 of 284 (0.7%) had RD which was not e x p l a i n e d by a c t i v e pulmonary i n f e c t i o n . W e conclude t h a t d e s p i t e r e p o r t s of leukemic i n f i l t r a t e s pres e n t i n g a s i n t e r s t i t i a l pneumonia, pulmonary leukemic i n f i lt r a t e s a r e a r a r e c a u s e of RO i n t h e t e r m i n a l l y i l l c h i l d with S u b j e c t s w i t h hemophilia, exposed t o m u l t i p l e f o r e i g n a n t i g e n s and i n f e c t i o u s a g e n t s , may develop d i v e r s e immunologic d i s t u rbances. I n o r d e r t o d e t e r m i n e t h e f r e q u e n c y of t h e s e , 42 s u b j e c t s w i t h hemophilia A and 7 w i t h hemophilia B (ages 1 6 mos-19 y r s ) , followed i n a s i n g l e p e d i a t r i c t r e a t m e n t c e n t e r , were s t u
c y syndrome. The most f r e q u e n t s i n g l e a b n o r m a l i t y was an i n v e r t e d T4/T8 r a t i o i n 41% of t h e o v e r a l l group, followed by a 4Cq ( 2 1 % ) , t h o u g h t t o be r e l a t e d t o t h e p r e s e n c e o f immune comp l e x e s , 4IgA ( 1 7 % ) , lymphopenia ( < 1 5 0 0 / u l , 22%; < 1 0 0 0 / u l , 1 1 % ) , n e u t r o p e n i a (<I500 n e u t r o p h i l s / u l , 1 1 % ) . +lymphocyte PHA a c t i vi t y (9%) and cutaneous anergy (9% i n s u b j e c t s >4 y e a r s a g e ) . Blymphocytes, C3, IgG, and IgM were WNL f o r a g e . I n v e r t e
d T & / T $ r a t i o s were n o t e d i n b o t h hemophilia B s u b j e c t s (217) and hemop h i l i a A s u b j e c t s (19142). Of 7 u s i n g c r y o p r e c i p i t a t e , none dem o n s t r a t e d an i n v e r t e d Tq/T8. A l l s u b j e c t s with4 PHA a c t i v i t y had 4~~1~8 ; o t h e r w i s e , no common p a t t e r n of immunologic abnormali t i e s was d i s c e r n a b l e . S u b j e c t s w i t h lymphopenia were a s l i k e l y a s n o t t o d e m o n s t r a t e ST4/T$ r a t i o s w i t h lymphopenia Z0 t o a4 i n a b s o l u t e Tq o r
Tq+T$ but n o t Tg a l o n e . Thrombocytopenia (<150, 000 p l a t e l e t s l u l ) was p r e s e n t i n 13% of s u b j e c t s . Although platel e t a s s o c i a t e d a n t i b o d y (>8.5 f g l p l t ) was n o t e d i n 20132 subj e c t s t e s t e d , t h e mean v a l u e f o r thrombocytopenic s u b j e c t s was remarkably h i g h e r (>65 f g l p l t ) t h a n f o r non-thrombocytopenic s u b j e c t s (mean = 9 . 9 f g l p l t ) . 
I n 1975, we r e p o r t e d ( P e d i a t Res 9:391(A), 1975) t h e r e s u l t s of a ~r e l i m i n a r v s t u d v i n which 18 newlv diagnosed p a t i e n t s w i t h
. h a s r e l a p s e d b u t remains a l i v e f r e e of d i s e a s e , 1 8 mos p o s t a u t ol o g o u s marrow t r a n s p l a n t a t i o n (mean t i m e t o r e l a p s e i n t h i s group = 23 mos), and 9 have remained i n c o n t i n u o u s r e m i s s i o n and a r e now o f f t h e r a p y >5 y e a r s . I n d u c t i o n UXH e x c r e t i o n and r e m i s s i o n UXH e x c r e t i o n ( o v e r a l 1 mean 307+102) d u r i n g V+P c y c l e s d i d n o t d i f f e r s i g n i f i c a n t l y between l o n g t e r m s u r v i v o r s and t r e a t m e n t f a i l u r e s . These d a t a s u g g e s t UXH e x c r e t i o n d u r i n g i n d u c t i o n and r e m i s s i o n p r o v i d e s l i t t l e l o n g term p r o g n o s t i c a s s i s t a n c e i n c h i l d r e n w i t h ALL. Rospi t a l , Denver, CO.
ALL had 24 h o u r~u r i n e~c o l l e c t i o n s f o r u r i c a c i d , x a n t h i n e and hypoxanthine (UXH) d u r i n g a 4 wk i n d u c t i o n w i t h v i n c r i s t i n e (V) and p r e d n i s o n e (P). These p a t i e n t s were s u b s e q u e n t l y followed w i t h s i m i l a r c o l l e c t i o n s d u r i n g r o u t i n e p e r i o d i c V+P a d m i n i s t r a t i o n s i n r e m i s s i o n . It h a s now been 1 0 y e a r s s i n c e a l l o f t h e s e c h i l dr e n were i n i t i a l l y diagnosed. Conclusions r e g a r d i n g UXH a s an i ndex of r e m i s s i o n s t a t u s and long term
We e v a l u a t e d h e m a t o p o i e s i s i n a 1 month-old i n f a n t w i t h prop i o n i c a c i d e m i a who p r e s e n t e d w i t h p a n c y t o p e n i a .
Rer b o n e mareow (BM) showed d y s m y e l o p o i e s i s and m a t u r a t i o n a r r e s t o f a l l c e l l l i n e s .
Numerous mono-a n d m u l t i n u c l e a t e d h i s t i o c y t e s e n g a g e d i n h e m o p h a g o c y t o s i s w e r e p r e s e n t . We s t u d i e d t h e e f f e c t s o f t h e c h i l d ' s serum and of p r o p i o n i c a c i d (PA, pH 7 . 3 ) on mouse B M c o l o n y f o r m i n g u n i t s -e r y t h r o i d (CFU-E) and c o l o n y forming units-granulocytic-monocytic (CFU-GM) grown i n f i b r i n c l o t s . The p a t i e n t ' s ( p t ' s ) serum s i g n i f i c a n t l y i n h i b i t e d CFU-E b u t n o t CFU-GM c o m p a r e d t o n o r m a l human s e r a .
PA i n h i b i t e d growth o f CFU-E and CFU-GM a s shown i n t h e t a b l e . Semi-soft a g a r % I n h i b i t i o n o f Mouse BM C e l l s c u l t u r e o f human B M CFU-GM CFU-E CFU-GM --showed complete i n h i b i t i o n p t ' s serum 43%* 32% w i t h 5 mM PA b u t none w i t h 5 mM PA# 92%* 47%* l m M o r O.5mMPA. There 1 mM PA 37%* 0% was no c o n s i s t e n t i n h i b i -0.5 mM PA 0% 0% t i o n o f mouse o r human B M # c o n c e n t r a t i o n found i n p t o f c u l t u r e s by g l y c i n e , t i g l i c Homes e t a l . , P e d i a t r Res 2:519, a c i d , o r 3-OH PA (1.0, 0.1, 1968: * s i g n i f i c a n t p < 0.05. 0.01 mM, pH 7 . 3 ) . a l l o f which were e l e v a t e d i n t h i s c h i l d . From t h e s e r e s u l t s we conclude t h a t t h e p a n c y t o p e n i a and hematologic a b n o r m a l i t i e s f o u n d i n t h i s i n f a n t may b e d i r e c t l y r e l a t e d t o t h e e f f e c t s of p r o p i o n i c a c i d .
